Aims-To determine
Methods-Eighteen lyophilised adsorbed and eight frozen coumarin plasmas were despatched to 57 participating laboratories. Each centre determined the prothrombin time of all of the plasmas using their routine system of coagulometer and thromboplastin reagent and provided their system mean normal prothrombin time (MNPT). For each laboratory, the slope of the line relating local system results, including MNPT, to calibrated values obtained with BCT 441, RBT 1303 or RBT 90 was derived by orthogonal regression. The number of adsorbed calibrant plasmas included in the calculation was reduced, two at a time, from 18 to two. The validity of the System ISI was tested using the frozen coumarin plasmas. was used. Figure 2C shows the result of using 4 reference. Figure 5 gives the results when RBT Permutation number 1 2 3 4 Permutation number Figure 6 Effect ofplasma selection in the CVof calibration when BCT 441 was used as the reference thromboplastin. Seefig 2for key to symbols. group.bmj.com on July 4, 2017 -Published by http://jcp.bmj.com/ Downloaded from reflected by the many centres which provided the data for the present study. These were 57 routine hospital laboratories which determined the prothrombin times of the test plasmas according to their standard operating procedures.
As seen in previous studies, all coagulometer/reagent systems showed some deviation in INR from those obtained manually with the reference preparations. 5 6 Surprisingly, the ACL and IL combination, which has an instrument specific ISI assigned by the manufacturer, gave the greatest deviation (about 25%). In agreement with earlier work7 8 the present study demonstrates the value of assigning a local System ISI in significantly reducing this bias, in this case when BCT 441 or RBT 1303 was used as the manual reference reagent. This was not the case, however, when RBT 90, the current WHO International Reference Preparation for rabbit thromboplastin, was used. It is clear from fig 1 that the interaction of RBT 90 with lyophilised adsorbed plasmas differs greatly from that seen with BCT 441 and RBT 1303. However, as there is relatively good agreement between INR obtained with BCT 441 and RBT 1303, also a rabbit brain reagent, it is unlikely that the lack of sensitivity to protein induced by vitamin K antagonists (PIVKA), reported as a property of rabbit brain thromboplastins,9'°is wholly responsible for this discrepancy. It may be that RBT 90 is more sensitive to some change in the plasmas following lyophilisation."
The objective of this study was to determine how few calibrant plasmas can be used while still obtaining a reliable System ISI result.
Although as few as two calibrant plasmas were sufficient in certain circumstances, it is clear that plasma selection becomes critical when less then 12 are used. The effect of the plasma selection on CV was less notable when RBT 1303 was used as the reference. These observations are based on the use of individual plasmas from single sources. It is possible, however, that plasma pools from multiple donors may reduce the biological variation and permit the use of fewer calibrants. As the majority of the participants used rabbit brain reagents, this gives further support to the hypothesis that calibrations should be of like with like species.
In conclusion, the use of fewer than 12 calibrant plasmas for System ISI calibrations cannot be recommended.
